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— mailing DAT£of Ms communication appear s on the cover sheet the correspondence address - 

Period for Reply ^„nrn,v,cerrTn fypirf 3 MONTH(S) FROM 
A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE J 

THE MAILING DATE OF THIS COMMUNICATION. & ^ ^ ^ ^ g|X (6) M0NTHS from the 

- Extensions of time may be available under the provisions of 37 CFR 1 .136 (a], 
mailing date of this communication. statutory minimum of thirty (30) days will be considered timely. 

. K the period for reply specified above is less than thirty < 3 °» ^ and wi „ „£ ire S1X (61 MONTHS from the mailing date of this communicate. 

- „ NO period for rephy « specrfied above, the ma^nurr 'J^V^^g^^JL to become ABANDONED .35 U.S.C. 5 1 33). 

earned patent term adjustment. See 37 CFR 1 .704(b). 
StdtUS 

1 ) H Responsive to communication(s) filed on Mar 26, 2002 
2a) R This action is FINAL. 2b) □ This action is non-final. 

3,D Since this application is in condition for ^J^^^^T 2 T 

closed in accordance with the practice under Ex parte Quayle, 1 935 uu. , 

Disposition of Claims pending jn the application. 

4)53 naimts) 1-6 and 9-11 



4a) Of the above, claim (s) 

5) D Claim(s) 

6) 63 naim(s) 1-6 and 9-11 

7) D Claim(s) 

8) D Claims 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 



_ is/are objected to. 



are subject to restriction and/or election requirement. 



Application Papers 

9)D The specification is objected to by the Examiner. 



10)D The drawing(s) filed on 



is/are a) □ accepted or b)D objected to by the Examiner. 



The proposed drawing correction filed on 

If approved, corrected drawings are required in reply to this Office action. 

1 2) D The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. §§ 119 and 120 'n9(al-ldJ or (f). 

13) D Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a) (d) or it). 

a)!"! All b) D Some* c)D None of 



1 □ Certified copies of the priority documents have been received. 
2. □ Certified copies of the priority documents have been received in Application No. 



2. U Certified copies ot me pnumy u^un.^..w 

3 □ Copies of the certified copies of the priority documents have been received in this Nafonal Stage 

3. u copies °» i from |nternatjona | Bur eau (PCT Rule 1 7.2(a)). 

♦See the attached detailed Office action for a list of the certified copies not received. 
14)D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 

a)D The translation of the foreign language provisional application has been received. 
,B)D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. IS 120 and/or 121. 
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Part of Paper No. 30 
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Application/Control Number: 09/065,330 Pa g e 2 

Art Unit: 1647 

Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 3 7 CFR 1.114, including the fee set forth in 3 7 
CFR 1.17(e), was filed in this application after final rejection. Since this application is eligible for 
continued examination under 37 CFR 1 . 1 14, and the fee set forth in 37 CFR 1 . 1 7(e) has been 
timely paid, the finality of the previous Office action has been withdrawn pursuant to 37 CFR 
1.114. Applicant's submission filed on 24 January 2002 and 26 March 2002 has been entered. 

2. Claims 1-6 and 9-1 1 are pending in the instant application. 

3. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

4. Any objection or rejection of record which is not expressly repeated in this action has been 
overcome by Applicant' s response and withdrawn. 



5. Applicant's arguments filed 24 January 2002 have been fully considered but they are not 
deemed to be persuasive. 
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Claim Rejections - 35 USC § 103 

6. Claims 1-6 and 9-1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over the 
combination of Cooke et al. (U.S. Pat. No. 4,725,549) and A. M. Walker (TEM, 5(5): 195-200) 
in view of Maciejewski et al. (J. Biol. Chem. 270(17): 27661-27665, 1995, for the reasons of 

record in paper #13, 16 and 25. 

Applicant argues at page 2 of the response that there is no motivation to combine 
Maciejewski and Walker and that Maciejewski teaches away from the combination. Applicant 
asserts that Maciejewski "teaches that serine 90 is the critical phosphorylated residue in prolactin 
and that substitution of other phosphorylated residues does not mimic the biological effect of 
phosphorylated prolactin". These arguments are not persuasive for the following reasons. First, 
Maciejewski et al. does not teach that serine 90 is the critical phosphorylated residue in prolactin, 
but rather, that it happens to be the major site of phosphorylation in bovine prolactin. Walker 
also recognizes that serine 90 in bovine prolactin is the "most favored site", but that the serine at 
position 177 (with reference to the rat sequence, corresponding to position 179 in the human) is 
"critical for biological activity of the molecule" and is a major site of phosphorylation (see page 
1 96, column 3 of Walker). Maciejewski et al. was not cited for a teaching of substitution of 
position 179 in human prolactin, only for the teaching that substitution of serine mimics 
phosphorylation. Walker was cited for the teaching that a serine in prolactin within the region of 
ino acids 170-180 is highly conserved between species and is a major site of phosphorylation. 



amino 
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Applicant argues a, page 2 that one of ski,, in the ar, wouid no. beiieve that serine 179 and 
serine 90 are cuivalent. * argument is no, persuasive because the major phosphorylation site 
m bovine prolactin is a. the serine residue a, position 90, and substitution of mis position mim.cs 
phosphorylation. One can reasonably conclude that substitution of the major phosphorylation srte 
in prolactin from another species in the manner taught by Maciejewski et ai. would also lead to 
mimicry of the phosphorylation. The criticality of the amino acid position is taught by Walker, 
and the modification of the phosphorated amino acid is taught by Maciejewski. 

Applicant argues a, page 3 of the response ft* Maciejewski only teaches that substitution 
„f serine 90 mimics phosphorylation. Applicant further asserts that Maciejewski does not teach 
tnat substituted proiactin mimics phosphorylation. This assertion is contradicted by the tide of the 
Maciejewski reference which states "Mutation of Serine 90 to Glutamic Acid Mimics 
Phosphorylation of Bovine Prolactin". As to the assertion that only substitimon of serine 90 
mimics phosphorylation, Applicarrt is again directed to Walker which identifies the major site of 
phosphorylation in bovine as serine 90 and the eauivalen, major phosphorylation site in rat as 
corresponding to position 177, which is position 179 in the human. 

App|icam again ^ es to Maciejewski does no, teach substitution^ wpM^- 
acid other than the serine a. position 90. Applicant is again reminded ma, Maciejewski 
„„, cited for ifs teaching of substitution of a particu.ar amino acid, bu, rather that substitution of 
the major phosphorytation site, being serine 90 in bovine prolactin, mimicked <he effects of 
phosphorylation. Applicant's insis,ence that "Maciejewski teaches ,ha, serine a, position 90 is the 
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only critical residue and the only residue whose substitution can mimic phosphorylation" is short- 
sited, and is not consistent with the teachings in the prior art. Maciejewski, as well as Walker, 
identify the serine at position 90 in bovine prolactin as the major phosphorylation site. 
Maciejewski is silent- to the major phosphorylation sites in other species of prolactin. However, 
Walker makes it clear that serine 177 (as numbered in rat prolactin) is a major site of 
phosphorylation, which is distinct from bovine prolactin. It is not clear why bovine prolactin is 
phosphorylated differently from other prolactin molecules, but it does not teach away from 
modifying other prolactin molecules in a similar manner, i.e. by substitution of the major 
phosphorylated serine residue, in order to mimic the phosphorylation. Suggestion is in the art and 
there is a reasonable expectation of success as set forth in the grounds of rejection and there is 
ample motivation as also set forth, absent evidence to the contrary. 



Conclusion 

7. No claim is allowed. 

8. All claims are drawn to the same invention claimed in the application prior to the entry of 
the submission under 37 CFR 1 . 1 14 and could have been finally rejected on the grounds and art of 
record in the next Office action if they had been entered in the application prior to entry under 37 
CFR 1 . 1 14. Accordingly, THIS ACTION IS MADE FINAL even though it is a first action 
after the filing of a request for continued examination and the submission under 37 CFR 1.1 14. 
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See MPEP § 706.07(b). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 
1.136(a) will be calculated from the mailing date of the advisory action. In no event, however, will 
the statutory period for reply expire later than SIX MONTHS from the mailing date of this final 
action. 

Any inquiiy concerning this communication or earlier communications fom the ~ * staid 

examiner by telephone are unsuccessful, the examiner's supervisor, Gary Kunz, can be reached 
(703) 308-4623. 

Certain papers related to this application may be submitted to Tectoology Center 1600 1 »y 
SmifL—^ 



^.^"^rNSSppHcan. *« submit a Paper by 
sLd copy should be retained by Applicant or Applicant's representattve^ NO DUPLICATE 
COPIES SHOULD BE SUBMITTED so as to avoid the processing of duplicate papers. 

Official papers fled by fax should be directed to (703) . If ° U ' 

NOT be faxed to 308-0294. 
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Any inquiry of a general nature or relating to the status of this application or proceeding should be 
directed to the Group receptionist whose telephone number is (703) 308-0196. 



CHRISTINE J. SAOUD 
PRIMARY EXAMINER 



